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MEVACOR™ 
(LOVASTATIN) 


CONTRAINDICATIONS: Hypersensitivity to any component of this medication 

Active liver disease or unexplained persistent elevations of serum transami- 
nases (see WARNINGS) 

Pregnancy and lactation 

Atherosclerosis is a chronic process, and the discontinuation of lipid-lower- 
ing drugs during pregnancy should have little impact on the outcome of long- 
term therapy of primary hypercholesterolemia. Moreover, cholesterol and other 
products of the cholesterol biosynthesis pathway are essential components for 
fetal development, including synthesis of steroids and cell membranes 
Because of the ability of inhibitors of HMG-CoA reductase such as MEVACOR 
to decrease the synthesis of cholesterol and possibly other products of the 
cholesterol biosynthesis pathway, MEVACOR may cause fetal harm when 
administered to a pregnant woman. Therefore. lovastatin is contraindicated 
during pregnancy. Lovastatin should be administered to women of childbearing 
age only when such patients are highly unlikely to conceive. If the patient 
becomes pregnant while taking this drug. lovastatin should be discontinued 
and the patient should be apprised of the potential hazard to the fetus 


WARNINGS: Liver Dysfunction: Marked persistent increases (to more than 3 
times the upper limit of normal) in serum transaminases occurred in 1.9% of 
adult patients who received lovastatin for at least 1 year in early clinical trials 
(see ADVER REACTIONS). When the drug was interrupted or 
discontinued in these patients. the transaminase levels usually fell slowly to 
pretreatment levels. The increases usually appeared 3 to 12 months after the 
Start of therapy with lovastatin and were not associated with jaundice or other 
clinical signs or symptoms. There was no evidence of hypersensitivity. In the 
EXCEL study (see CLINICAL PHARMACOLOGY. Clinical Studies in the full 
Prescribing Information). the incidence of marked persistent increases in 
serum transaminases over 48 weeks was 0.1% for placebo, 0.1% at 20 
mg/day, 0.9% at 40 mg/day, and 1.5% at 80 mg/day in patients on lovastatin 
However. in post-miarketing experience with MEVACOR. symptomatic liver dis- 
ease has been reported rarely at all dosages (see ADVERSE tee 

It is recommended that liver function tests be pe my shut apy 
with lovastatin. Serum transaminases, pew ne vat (3 byl. id 
monitored before treatment begins, 
every 8 weeks during the remainder of the first oy - surlediestey ore theve- 
after (e.g. at approximately 6-month intervals). Special attention should be 
paid to patients who develop elevated serum transaminase levels, and. in these 
patients. measurements should be repeated promptly and then performed 
more frequently. If the transaminase levels show evidence of progression, par- 
ticularly if they rise to 3 times the upper limit of normal and are persistent, the 
drug should be discontinued. Liver biopsy shoulé be considered if elevations 
are persistent beyond the discontinuation of the drug 

The drug should be used with caution in patients who consume substantial 
quantities of alcoho! and/or have a past history of liver disease. Active liver dis- 
ease or unexplained transaminase elevations are contraindications to the use 
of lovastatin 

As with other lipid-lowering agents, moderate (less than 3 times the upper 
limit of normal) elevations of serum transaminases have been reported follow- 
ing therapy with MEVACOR (see ADVERSE REACTIONS). These changes 
appeared soon after initiation of therapy with MEVACOR, were often transient 
were not accompanied by any symptoms, and interruption of treatment was 
not required 


Skeletal Muscle has been iated with lovastatin the:- 
apy alone, when combined with a therapy includi 
cyclosporine in cardiac transplant patients combined in ov) 
transplant patients with either won ped = ing doses (> 19/d 
of nicotinic acid. Some of the affected nts had jpaeuitone renal it q 
ciency, usually as a consequence of fonp tension diabetes. Acute renal 
failure from rhabdomyolysis has been seen more commonly with the lova 
Statin-gemfibrozi! combination and has also been reported in wonapiont 
patients receiving lovastatin plus 

Rhabdomyolysis with or without renal impairment has been reported in 
seriously ill patients receiving erythromycin concomitantly with lovastatin 
Theretore, patients receiving concomitant lovastatin and erythromycin should 
be carefully monitored 

Fulminant rhabdomyolysis has been seen as early as 3 weeks after initi- 
ation of combined therapy with gemfi _ and lovastatin, but be seen 
after several months. For these reasons. who 
have had an unsatistactory lipid response ~ either drug 
benefits of combined therapy with lovastatin and gemfibrozil do not out- 
weigh the risks of severe , and acute renal fail- 
ure. While it is not known whe! nis interaction occurs with fibrates other 
than gemfibrozil, myopathy and \abdonpuiesls have occasionally been 
associated with the use of other fibrates alone, including cloth ; 
Therefore, the combined use of lovastatin with other fibrates should gener- 
ally be avoided 

Physicians contemplating es Apecened with lovastatin and | 
lowering doses of nico! 





ods of uj upward dosage titration of either drug. 


cre: 

nase (CPK) determinations — considered in such situations, but there 
is no assurance that such monitoring will prevent the occurrence of severe 
myopathy. The monitoring of lovastatin drug and metabolite levels may be 
considered in transplant patients who are treated with immunosv-pressives 
and lovastatin 

Lovastatin therapy should be temporarily withheld or discontinued in any 
patient with an acute, serious condition suggestive of a or 
a risk factor predisposing to the development of renal fai to 
rhabdomyolysis, including: severe acute infection, hypotension, major 
Surgery, trauma, severe metabolic, endocrine, and electrolyte disorders, and 
uncontrolled seizures 

Myaigia has been associated with lovastatin therapy. Transient, mildly ele- 
vated CPK levels are commonly seen in lovastatin-treated patients. However. in 
early clinical trials. approximately 0.5% of patients developed a myopathy, i.e 
myaigia or muscle weakness associated with markedly eievated CPK levels. In 
the EXCEL study (see CLINICAL PHARMACOLOGY, Clinical Studies in the full 
Prescribing Information). 5 patients (0.1%) taking lovastatin alone (1 at 40 mg 
Q.p.m. and 4 at 40 mg b.i.d.) developed myopathy (muscle symptoms and CPK 
levels >10 times the upper limit of normal). Myopathy should be considered in 
any patient with diffuse myalgias. muscle tenderness or weakness, and/or 
marked elevation of CPK. Patients should be advised to report promptly any 
unexplained muscle pain, tenderness, or weakness. particularly if accompanied 
by malaise or fever. Lovastatin therapy should be discontinued if markedly ele- 
vated CPK levels occur or myopathy is diagnosed or suspected 

Most of the patients who have developed myopathy (including rhabdomyo- 
lysis) while taking lovastatin were receiving concomitant therapy with immuno- 
Suppressive drugs. gemfibrozil, or lipid-lowering doses of nicotinic acid. In 
clinical trials, about 30% of patients on concomitant immunosuppressive ther- 
apy including cyclosporine developed myopathy: the corresponding percent- 
ages for gemfibrozil and niacin were approximately 5% and 2%, respectively 

in 6 patients with cardiac taking therapy 
including cyclosporine concomitantly with lovastatin 20 mg/day, the average 
plasma level of active metabolites derived from lovastatin was elevated to 
approximately 4 times the expected levels. Because of an apparent relationship 
between increased plasma levels of active metabolites derived from lovastatin 
and myopathy, the daily dosage in patients taking immunosuppressants should 
not exceed 20 mg/day (see DOSAGE AND ADMINISTRATION). Even at this 
dosage. the benefits and risks of using lovastatin in patients taking immuno- 
suppressants should be carefully considered 


PRECAUTIONS: General Before  inediasting therapy _ MEVACOR, an on 
should be made to contro! h p diet, exer- 
cise, and weight reduction in “obese patients. and ‘0 treat other underiying 
medical problems (see INDICATIONS AND USAGE in the full Prescribing 
oe 

ovastatin may elevate CPK and transaminase levels (see WARNINGS and 
ADVERSE REACTIONS). This should be considered in the differential diagnosis 
of chest pain in a patient on therapy with lovastatin 


Homozygous Familial Hypercholesterolemia: MEVACOR is less effective in 
patients with the rare homozygous familial hypercholesterolemia, possibly 
because these patients have no functional LDL receptors. MEVACOR appears 
to be more likely to raise serum transaminases (see ADVERSE REACTIONS) in 
these homczygous patients 


information tor Patients: Patients should be advised to report promptly a: 








unexplained muscle pain, tenderness. or weakness, particularly if accompanied 
by malaise or fever. 


Drug interactions Drugs. 
Acid). Erythromycin: See WARNINGS, Skeletal Muscle 

Coumarin Anticoagulants: \n a small clinical trial in which lovastatin was 
administered to wartarin-treated patients. no effect on prothrombin time was 
detected. However, another HMG-CoA reductase inhibitor has been found 
to produce a less than 2-second increase in prothrombin time in healthy 
volunteers receiving low doses of wartarin. Also, bleeding and/or increased 
prothrombin time have been reported in a few patients taking coumarin antico- 
agulants concomitantly with lovastatin. It is recommended that in patients 
taking anticoagulants. time be before starting lova- 
Statin and frequently enough during early therapy to ensure that no significant 
alteration of prothrombin time occurs. Once a stable prothrombin time has 
been documented. prothrombin times can be monitored at the intervals usually 
recommended for patients on coumarin anticoagulants. If the dose of lova- 
Statin is changed, the same procedure should be repeated Lovastatin therapy 
has not been associated with bleeding or with changes in prothrombin time in 
Patients not taking anticoagulants 

Antipyrine. Because lovastatin had no effect on the pharmacokinetics of 
antipyrine or its metabolites. interactions of other drugs metabolized via the 
same cytochrome isozymes are not expected 

Propranolol: in normal volunteers, there was no Clinically significant phar- 
macokinetic or pharmacodynamic interaction with concomitant administration 
of single doses of lovastatin and propranolo! 

Digoxin: \n patients with hypercholesterolemia, concomitant administration 
of lovastatin and digoxin resulted in no effect on digoxin plasma concentrations 

Other Concomitant Therapy Although specific interaction studies were not 
performed. in clinical studies lovastatin was used concomitantly with beta 
blockers. calcium channel blockers, diuretics, and nonsteroidal anti-inflamma- 
tory drugs (NSAIDs) without evidence of clinically significant adverse interactions 


Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol 
synthesis and as such might theoretically blunt adrenal and/or gonadal steroid 
production. Results of clinical trials with drugs in this class have been incon- 
sistent with regard to drug effects on basal and reserve steroid levels 
However, clinical studies nave shown that lovastatin does not reduce basal 
plasma cortisol concentration or impair adrenal reserve and does not reduce 
basal plasma testosterone concentration. Another HMG-CoA reductase 
inhibitor has been shown to reduce the plasma testosterone response to HCG 
In the same study, the mean testosterone response to HCG was slightly but not 
significantly reduced after treatment with lovastatin 40 mg daily for 16 weeks 
in 21 men. The effects of HMG-CoA reductase inhibitors on male fertility have 
Not been studied in adequate numbers of male patients. The effects, if any, on 
the pituitary-gonadal axis in premenopausal women are unknown. Patients 
treated with lovastatin who develop clinical evidence of endocrine dystunction 
should be evaluated appropriately. Caution shou'd also be exercised if an HMG- 
CoA reductase inhibitor or other agent used to lower cholesterol levels is 
administered to patients also receiving other drugs (e.g . ketoconazole 
Spironolactone, cimetidine) that may decrease the levels or activity of endoge- 
Nous steroid hormones 





Niacin (Nicotinic 





CNS Toxicity: Lovastatin produced optic nerve degeneration (Wallerian degen- 
eration of retinogeniculate fibers) in clinically normal dogs in a dose-dependent 
fashion starting at 60 mg/kg/day. a dose that produced mean plasma drug lev- 
els about 30 times higher than the mean drug level in humans taking the high- 
est recommended dose (as measured by tota! enzyme inhibitory activity) 
Vestibulocochlear Wallerian-like degeneration and retinal —_ celi chroma- 
tolysis were also seen in dogs treated for 14 weeks at 180 mg/kg/day, a dose 
that resulted in a mean plasma drug level (C..,) Similar to that seen with the 60 
mg/kg/day dose 
NS vascular lesions, characterized by perivascular hemorrhage and 
edema, mononuclear cell infiltration of perivascular spaces. perivascular fibrin 
deposits. and necrosis of small vessels, were seen in dogs treated with lova- 
Statin at a dose of 180 mg/kg/day, a dose that produced plasma drug levels 
(Cyg.) about 30 times higher than the mean values in humans taking 80 mg/day 
Similar optic nerve and CNS vascular lesions have been observed with other 
drugs of this class 


Carcinogenesis, Mutagenesis, Impairment of Fertility: in a 21-month carcino- 
genic study in mice, there was a Statistically significant increase in the inci- 
dence of hepatocellular carcinomas and adenomas in both males and females 
at 500 mg/kg/day. This dose produced a total plasma drug exposure 3 to 4 
times that of humans given the highest recommended dose of lovastatin (drug 
exposure was measured as total HMG-CoA reductase inhibitory activity in 
extracted plasma). Tumor increases were not seen at 20 and 100 mg/kg/day. 
doses that produced drug exposures of 0.3 to 2 times that of humans at the 80 
mg/day dose A statistically significant increase in pulmonary adenumas was 
seen in female mice at approximately 4 times the human drug exposure 
(Although mice were given 300 times the human dose [HD] on an mg/kg body 
weight basis. plasma levels of total inhiditory activity were only 4 times higher 
in mice than in humans given 80 mg of MEVACOR® [Lovastatin].) 

There was an increase in incidence of papilloma in the nonglandular 
mucosa of the stomach of mice beginning at exposures of 1 to 2 times that of 
humans. The glandular mucose was not affected. The human stomach con- 
tains only glandular mucosa 

In a 24-month carcinogenicity study in rats, there was a positive dose- 
response relationship for hepatocellular carcinogenicity in males at drug expo- 
sures 2 to 7 times that of human exposure at 80 mg/day (doses in rats were 5. 
30. and 180 mg/kg/day) 

A chemically similar drug in this class was administered to mice for 72 
weeks at 25, 100. and 400 mg/kg body weight. which resulted in mean serum 
drug levels approximately 3. 15. and 33 times higher than the mean human serum 
drug concentration (as total inhibitory activity) after a 40-mg oral dose. Liver 
Carcinomas were significantly increased in high-dose females and mid- and 
high-dose males, with a maximum incidence of 90% in males. The incidence of 
adenomas of the liver was significantly increased in mid- and high-dose 
females. Drug treatment also significantly increased the incidence of tung ade- 
nomas in mid- and high-dose males and females. Adenomas of the Harderian 
gland (a gland of the eye of rodents) were significantly higher in high-dose 
mice than in controls 

No evidence of a was observed in a microbial mutagen test 
using mutant strains of Sa/monelia typhimurium with or without rat or mouse 
liver metabolic activation. In addition. no evidence of damage to genetic mate- 
rial was noted in an in vitro alkaline elution assay using rat or mouse hepato- 
cytes. a V-79 mammalian cell forward mutation study, an in vitro chromosome 
aberration study in CHO cells. or an in vivo chromosomal aberration assay in 
mouse bone marrow 

Drug-related testicular atrophy, decreased spermatogenesis. spermatocytic 
degeneration. and giant cell formation were seen in dogs starting at 20 
mg/kg/day. Similar findings were seen with another drug in this class. No drug- 
related effects on fertility were found in studies with lovastatin in rats. However. 
in studies with a similar drug in this class, there was decreased fertility in male 
fats treated for 34 weeks at 25 mg/kg body weight. although this effect was not 
observed in a subsequent fertility study when this same dose was administered 


tion). in rats treated with this same reductase inhibitor at 180 

niferous tubule degeneration (necrosis and loss of spermatogenic epithelium) 
was observed. No microscopic changes were observed in the testes from rats 
of either study. The clinical significance of these findings is unclear. 


Pregnancy: Pregnancy Category X: See CONTRAINDICATIONS 

afety in pregnant women has not been established. Lovastatin has been 
shown to produce skeletal malformations at plasma levels 40 times the human 
exposure (for mouse fetus) and 80 times the human exposure (for rat fetus) 
based on mg/m’ surface area (doses were 800 day). No drug-induced 
changes were seen in either species at multiples of 8 times (rat) or 4 times 
(mouse) the human exposure based on surface area. No evidence of malfor- 
mations was noted in rabbits at exposures up to 3 times the human exposure 
(dose of 15 mg/kg/day. highest tolerated dose). MEVACOR should be adminis- 
tered to women of childbearing potential only when such patients are highly 
unlikely to conceive and have been informed of the potential hazards. If the 
woman becomes pregnant while taking MEVACOR. it should be discontinued. 
and the patient advised again as to the potential hazards to the fetus 


Nursing Mothers: \t 1s not known whether lovastatin is excreted in human milk 
Because a small amount of another drug in this class is excreted in human 
breast milk and because of the potential for serious adverse reactions in nurs- 
ing infants, women taking MEVACOR should not nurse their infants (see CON- 
TRAINDICATIONS) 


Pediatric Use: Satety and effectiveness in children and adolescents have 

been established. Because children and adolescents are not likely to beneht 
from cholesterol lowering for at least a decade and because experience 

this drug is limited (no studies in subjects below the age te “{ years), treat- 
ment of children with lovastatin is not recommended at this t 


ADVERSE ; MEVACOR® (Lovastatin) is generally well tolerated 
adverse reactions usually have been mild and transient. Less than 1% of 
Patients were discontinued from controlled clinical studies of up to 14 weeks 
due to adverse experiences attributable to MEVACOR. About 3% of patients 
were discontinued from extensions of these studies due to adverse experi- 
ences attributable to MEVACOR, about half of these patients were discontinued 
due to increases in — transaminases. The median duration of therapy in 
these extensions was 5.2 years 

in the EXCEL study (see CLINICAL PHARMACOLOGY. Clinica! Studies in the 
full Prescribing Information). 4.6% of the patients treated up to 48 weeks were 
discontinued due to clinical or laboratory adverse experiences that were rated 
} Rend investigator as possibly, probably. or Tyg related to therapy with 

VACOR. The value for the placebo group was 2.5’ 


Clinical Adverse Experiences Adverse experiences reported in patients (%) 
treated with MEVACOR (n=613) in controlled clinical studies are 
Gastrointestinal: constipation, 4.9, diarrhea, 5.5; dyspepsia, 3.9: flatus, 6.4 
abdominal pain/cramps, 5.7, heartburn, 1.6; nausea. 4.7, Musculoskeletal. 
muscle cramps, 1.1, myalgia, 2.4: Nervous System/Psychiatric: dizziness, 2.0 
headache, 9.3; Skin: rash/pruritus, 5.2; Special Senses: blurred vision, 1.5 
dysgeusia, 0. 

Laboratory Tests oe ee increases of serum transaminases have 
been noted (see WARN: 

About 11% of pa had elevations of creatine phosphok:nase (CPK) 
levels of at least twice the normal value on one or more occasions. The corre- 
sponding values for the contro! agents were ao 9%. and probu- 
Col, 2%. This was attributable to the noncardiac fraction of CPK. Large increases 
in CPK have sometimes been reported (see WARNINGS. Skeleta/ Muscle) 


Expanded Clinical Evaluation of Lovastatin (EXCEL) Study: Clinical Adverse 
Experiences: MEVACOR was compared to placebo in 8,245 patients with 
hypercholesterolemia (total cholesterol 240 to 300 ge. [6.2-7.8 mmol/L }) in 
the randomized. double-blind, parallel, 48-week EXCEL study. Clinical adverse 
experiences reported as possibly cr Or definitely drug related in > 1% of 
any treatment group are shown in the table below. For no event was the inci- 
dence on drug and placebo statistically different 


MEVACOR 
Placedo 20mgap.m 40mgqpm. 20mgbid 40mgbid 
(n=1,663) (m=1,642) (m=1,645) = (n=1,646) = (n= 1,649) 








Body as a Whole 

Asthenia 
Gastromtestinal 

Abdominal pain 

Constipation 

Diarrhea 

Dyspepsia 

Flatulence 

Nausea 
Musculoskeletal 

Muscle cramps 

Myaigia 
Nervous System. 
Psychiatric 

Dizziness 12 

Headache 28 
Skin 

Rash 08 10 
Special Senses 

Blurred vision 08 11 09 09 12 

Other clinical adverse experiences reported as possibly, probably, or defi- 
Nitely drug related in 0.5 to 1% of patients in any Grug-treated group are listed 
below. In all these cases, the incidence on drug and placebo — not statistical- 
ly different. Body as a Whole: chest pain 
dry mouth, vomiting; Musculoskeletal \eq pain shoulder ‘pain “arthralgia 
Nervous System/Psycmatric: insomnia paresthesia Skin: alopecia, pruritus 
Special Senses eye irritation 


Concomitant Therapy: \n controlled clinical studies in which lovastatin was 
administered concomitantly with cholestyramine, no adverse reactions peculiar 
to this concomitant treatment were observed. The adverse reactions that 
occurred were limited to those reported previously with lovastatin 
or cholestyramine. Other lipid-lowering agents were not administered con- 
comitantly with lovastatin during controlled clinical studies Preliminary data 
Suggest that the addition of either probucol or gemfibrozil to therapy with 
lovastatin ts not associated with greater reduction in LDL cholesterol than that 
achieved with lovastatin alone In uncontrolled clinical studies, most of the 
— who have eye myopathy were receiving concomitant therapy 


rugs, 9 Or niacin (nicotinic acid) (see 
WARNINGS Skeletal ‘Muscle 


The following effects have been reported with drugs in this class 

Skeletal myopathy, rhabdomyolysis. arthralgias 

Neurological: dystunction of certain cramal nerves (including alteration of 
taste, impairment of extraocular movement, facial paresis). tremor. vertigo 
memory loss. paresthesia, peripheral neuropathy. peripheral nerve palsy. anxi- 
ety, insomma. depression 

Hypersensitivity Reactions an apparent hypersensitivity syndrome has been 
reported rarely that has included one or more of the following features: ana- 
phylaxis lupus ery -hke syndrome polymyaigia 
rheumatica vasculitis Purpura. thrombocytopenia, leukopenia. hemolytic ane- 
mia, positive ANA. ESR increase. arthritis, arthralgia. urticaria, asthenia, photo- 
sensitivity. fever. chills, flushing, malaise. dyspnea. toxic ep:derma! necrolysis. 
erythema multiforme. including Stevens-Johnson syndrome 

Gastroimtestinal: pancreatitis, hepatitis. including chronic active hepatitis 
cholestatic jaundice, tatty change in liver, and rarely, cirrhosis, fulminant hep- 
atic necrosis, and hepatoma. anorexia. vomiting 

in alopect 
Reproductive gynecomastia, loss of libido, erectile dysfunction 
Eye: progression of cataracts (lens opacities). ophthalmopiegia 


Laboratory elevated alkaline and 
bilirubin, thyroid function abnormalities 


OVERDOSAGE: After oral administration of MEVACOR to mice. the median 
lethal dose observed was >15 g/m’ 

Five healthy human volunteers have received up to 200 mg of lovastatin as 
a single dose without clinically significant adverse experiences. A few cases of 
accidental overdosage have been reported. no patients had any specific symp- 
toms, and ali patients recovered without sequelae. The maximum dose taken 
was 5to6 9 

Until further experience is obtained. no specific treatment of overdosage 
with MEVACOR can be recommended 

The dialyzability of lovastatin and its metabolites in man is not known at present 


DOSAGE AND ADMINISTRATION: The patient should be placed on a standard 
Cholesterol-lowering diet before receiving MEVACOR and should continue on 
this diet during treatment with MEVACCR. MEVACOR should be given with meals 

The recommended starting dose is 20 8 once a day given with the evening 
meal. The recommended dosing range is 20 to 80 mg/day in singie or divided 
doses. the maximum recommended dose is 80 mg/day. Adjustments of dosage 
should be made at intervals of 4 weeks or more. Doses should be individual- 
ized according to the patient's response (see Tables | to IV under CLINICAL 
PHARMACOLOGY Chinical Studies in the tull Prescribing Information for dose- 
response results) 

In patients taking immunosuppressive drugs concomitantly with lovastatin 
(see WARNINGS. Skeleta/ Muscle). therapy should begin with 10 mg of 
MEVACOR and should not exceed 20 mg/day 

Cholestero! levels should be monitored periodically, and consideration 
should be given to reducing the dosage of MEVACOR if cholesterol levels fall 
below the targeted range 


Dosage in Patients with Renal insufficiency: \n patients with severe renal insuf- 
ficiency (creatinine clearance <30 mL/min). dosage increases above 20 mg/day 
should be carefully considered and. if deemed necessary. implemented cau- 
tiously (see CLINICAL PHARMACOLOGY in the full Prescribing Information and 
WARNINGS. Skeletal Muscle) 


For more detailed information. consult your MSD Representative or see the 


Information. 
Merck Sharp & Dohme, Division of Merck & Co., Inc., West Point, PA 19486. 
“Registered trademark of MERCK & CO. Inc J1MC56(519) 




















The largest U.S. double-blind, 
Exo eR@e lene l(cemsur-lmeymecla(oelhy 
with moderate hypercholesterolemia 


8,245 patients ini i 
362 clinical sites 48 weeks 


Excellent efficacy in lowering 
LDL and total cholesterol’ 


g 72 86 99 


LDL Total : 
Cholesterol Cholesterol Triglycerides* 


HDL 
Cholesterol 


GE 20 mg G.p.m. 
Mle 40 mg G.p.m. 
GEE 20 mg b.i.d. 
We 40 mg bid. 


Mean percent change 


Mean percent changes from baseline for 
dosages 20 mg to 80 mg daily after 48 weeks 
of treatment (n=6,582) 


* Triglyceride values are expressed as median changes. 


. Bradford, R.H. et al.: Expanded clinical evaluation of lovastatin (EXCEL) study results: |. Efficacy 
in modifying plasma lipoproteins and adverse event profile in 8,245 patients with moderate 
hyperchoiesterolemia, Arch. Intern. Med. 151:43-49, January 1991. 


For many patients with 
primary hypercholesterolemia 
(Types Ila and Ilb) when 


ro |(=) ars late el talcimalejace(auce| 


therapies are inadequate LL O VASTAT | ING 








Tablets: 10 mg, 20 mg, 40 mg 


Proven in research. Proven in practice. 


M S 'B) MEVACOR is alegeliave|[er-\(--e Mian ey lc > ialtm 7a lele a> hypersensitive to any component 
with active liver disease or unexplained persistent transaminase elevations; in pregr 





n women of childbearing age, except when such patients are highly unlikely to cor e ve 
MERCK 0) @eve)agle)(=i(-Me(2it- || MeleM\'/i ah. @.®) = malaie!|¥lellale er-lblilelal-\aa ale lcanrclielameciet< leet maaizelercliany 
SHARP: ver enzyme monitoring, please refer to the Preseribing Information 
DOHME For a brief summary of Prescribing Information, please see the next page of this advertisement 
ines . 
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